
Conclusion
HIV tests are frequently requested by interns at the teaching
hospital, but informed consent and pre- and post-test
counselling are inadequate. The most important reasons
appear to be time constraints, feelings of incompetence and
language barriers between interns and patients. Very few
interns have received formal training in HIV test counselling
and most feel that other health care workers should be at
least partially responsible for HIV test counselling.

SUbsequent to the writing of this paper, the issue of HIV
test counselling was discussed at an AIDS Advisory
Committee meeting and the following made known in a
hospital newsletter. Staff were advised that social workers
and many nursing personnel at the hospital had attended
either ATICC HIV counselling courses or ones held by the
Human Resources Development Unit of the hospital. Means
of contacting these people were made known.

In addition, it was stated that, from 1993, all student
interns were to receive AIDS counselling courses. Staff
members were asked to encourage interns and student
interns to attend counselling sessions for patients under
their care in order to gain hands-on experience of
counselling. Other means of staff training available to those
interested were also advertised. It was suggested that some
departments devote one of their departmental meetings to
the issue of HIV counselling. This would indeed facilitate the
drawing up of standard protocols for HIV test counselling.
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REVIEW ARTICLE

The management of peptic
ulcer disease in the 1990s
J. A. Louw, I. N. Marks

Perceptions regarding the effective management of peptic
ulcer disease have changed dramq,tically over the past few
years. Healing of the ulcer crater is no longer a problem and
the real challenge of management is now the prevention of
the almost inevitable ulcer relapse.

While the pathogenetic model Cif acid-pepsin aggression
versus mucosal resistance has provided a rationale for the
use of either acid-inhibitory or mucosal-protective therapy
for ulcer healing, peptic ulcers are .now increasingly being
seen as Helicobacter py/ori-related (the majority), NSAID­
related (an important minority) and, less commonly, purely
'acid-related'.' Acceptance of thed'e aetiological factors now
provides the basis for an effective short- and long-term
management strategy for peptic ulcer disease.

Short-term healing
The agents used in ulcer healing can be categorised as
either manipulators of the acid/pepsin milieu, Le. inhibitors
of acid secretion, antacids or drugs that enhance the
mucosa's capacity to resist acid/pepsin aggression (mucosal
protective agents). .

Acid-neutralising agehts
Antacids are widely used by patients with dyspepsia. Their
once unchallenged role in peptic ulcer therapy, however, has
been seriously undermined by the impact of the newer anti­
secretory agents. Although there is little doubt that antacids
are capable of healing duodenal Ulcers, the optimal dose
has not been defined. Peterson d! a/. 2 showed that a large­
dose antacid regimen with an acid-neutralising capacity
(ANC) of 1 008 mmol/day (15 ml antacid = 20 - 40 mmol)
was superior to placebo in healing duodenal ulcer.
Subsequent studies suggested that antacid dosages with an
ANC of about 120 - 160 mmol/day may be effective in ulcer
healing, but an ANC of less than 100 mmol/day has been
shown to be ineffective. The 'antacid fonmulation (liquid or
tablet) does not appear toaffect efficacy! Available evidence
also suggests that gastric ulcer healing rates are
comparable to those achieved with the H2-receptor
antagonists (cimetidine and ranitidine) when treatment is
continued for 6 - 12 weeks.'

Our own experience is that antacids (ANC = 166 mmoV
day) are significantly less effective in healing duodenal ulcers
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after 4 weeks of therapy, when compared with ranitidine
300 mg at night, but that this difference is not significant
after 8 weeks of therapy. In this study, however, we were
unable to demonstrate a difference in the frequency of
gastric ulcer healing at 4 and 8 weeks.' These data indicate
that unselected duodenal ulcer patients may require greater
acid-neutralising doses of antacids than suggested in some
previous studies.

Inhibitors of acid secretion
These drugs act on the various processes involved in the
control of acid secretion. The muscarinic blockers act by
selectively blocking the cholinergic receptors of the
stomach. The H2-receptor antagonists, until recently the
most potent acid-inhibiting agents, act by blocking the
parietal H2-receptor. The most recent additions to the list of
anti-secretory agents are the 'proton pump inhibitors' (PPls).
These drugs target the parietal H'-K--ATP-ase proton pump
and block it irreversibly. The PPls, of which omeprazole,
lansoprazole and pantoprazole are currently available locally,
are the most potent inhibitors of acid secretion available.
As ulcer healing rates have been shown to be directly
related to the degree of acid suppression over a 24-hour
period,' it is not surprising that these agents are claimed to
have excellent healing efficacy.

Mucosal protective agents
These agents heal ulcers without affecting acid secretion.
They include sucralfate, a basic aluminium salt of sucrose
octasulphate, and the colloidal bismuth agents, all of which
have a complex mode of action on the mucosa and ulcer
base. These drugs are of particular interest in that initial
ulcer healing with these agents has been shown to delay
duodenal ulcer relapse significantly when compared with the
H2-receptor antagonists.G

•
7 The reason for this is not clear,

but an improved quality of healing of the ulcer scar, a lack of
acid rebound (found after cessation of H2-receptor
antagonist therapy) and an anti-H. pylori effect have all been
suggested to explain this finding.

Misoprostol, the prostaglandin analogue in clinical use, is
included in this group although there is evidence that its
acute healing effect may be linked to its ability to suppress
acid secretion."

Ulcer healing rates
Most currently available drugs have excellent healing rates.
The PPls are clearly more effective than the other agents in
short-term healing and show 2-week healing rates of around
70 - 80% (traditionally considered the 4-week H2-receptor
antagonist healing rate). Non-healing at 4 weeks occurs in
about 5% of duodenal ulcers. Gastric ulcer healing rates lag
behind, and longer treatment periods are generally needed.

Specific primary healing problems
Resistant ulceration, previously defined as the failure of a
duodenal ulcer to heal after 3 months of treatment with an
H2-receptor antagonist, is a rarity in the PPI era. When
present, the clinician should consider the possibility of a
non-peptic ulcer, and exclude (surreptitious) NSAID use and
the Zollinger-Ellison syndrome.
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The NSAID-associated ulcer. As a rule, these ulcers heal
similarly to non-NSAID ulcers, if the offending drug is
stopped. Healing while on NSAIDs may be problematic, but
preliminary data suggest that this is best achieved with the
PPls."

Can the current excellent
healing efficacy be improved?
Although' effective, the excellent healing rates achieved with
modern drugs come with a hefty price tag. One way of
reducing this would be to shorten the duration of therapy. In
this regard, the PPls have an obvious advantage. It is worth
noting that, although H. pylori eradication has been studied
primarily as a factor determining ulcer relapse, there is now
some evidence that H. pylori eradication enhances duodenal
ulcer healing rates.'o This approach needs to be studied.

Long-term management of
peptic ulcer diseCise
The long-term management strategy of peptic ulcer disease
is aimed at the reduction or abolition of ulcer relapse and
the prevention of potentially fatal complications. Therapy
should, of course, be safe and affordable. Various strategies
have been developed to manage the possibility of ulce:r
relapse. Primary ulcer healing with mucosal protective
agents has been shown to delay duodenal ulcer relapse and
maintenance therapy, either 'on demand', repeated courses
thereof or the more satisfactory continuous maintenance
therapy, has proved successful in preventing ulcer relapse.
Long-term maintenance data are available, and these show
remission rates as high as 80% (5-year follow-up,
symptomatic ulceration) and a clear beneficipl effect on the
incidence of bleeding;" the natural history of the disease is
not affected by this approach, however, and the ulcers will
relapse once maintenance is stopped. .

The safety and relative efficacy of this approach have led
to the virtual demise of elective peptic ulcer surgery; the
ease with which healing is usually achieved has practically
removed the 'ulcer resistant to medical therapy' from the list
of indications for elective surgery, while the policy of a 'pill a
day keeps the surgeon at bay' has considerably reduced the
need for surgery for recurrent ulceration. It remains to be
seen whether surgeons' fairly recent acquisition of minimally
invasive (Le. laparoscopic) surgical skills will have any
significant effect on this mindset.

Appreciation of the value of successful H. pylori
eradication in reducing the liability to ulcer relapse, however,
has led to a swing away from maintenance therapy.

H. pylori is a Gram-negative, micro-aerophilic, flagellated
(motile) organism, able to penetrate gastric mucus,
preferring to live under it and uniquely adapted to do so. The
organism was first cultured a mere 10 years ago" and data
collected since then have given the impression that the
organism is an important player in peptic ulcer and, in
particular, duodenal ulcer disease. Acceptance of this belief
is.based not on any specific understanding of the
organism's role in the pathogenesis of ulcer disease, but
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rather on the dramatic improvement in ulcer relapse rates
observed when the infection is effectively treated. This has
been demonstrated best in duodenal ulcer disease, with a
number of authors claiming cure following successful
eradication of the organism. The overall, prospectively
studied 12-month relapse rates in patients in whom the
organism was effectively eradicated is around 10%, with
most recent studies claiming near 0% 12-month relapse
rates in cured duodenal ulcer patients." Although the data
are more limited, studies of gastric ulceration have also
documented a marked beneficial effect of H. pylori
eradication on gastric ulcer relapse rates."

Several key questions with regard to the management of
H. pylori-positive ulcer patients remain to be answered,
however. Firstly, we need to establish how long the
protective effect of eradication lasts. Most studies indicate
that a subject will be protected for as long as he/she
remains uninfected, making reinfection the most important
determinant of eventual relapse." Although the mode of
transmission of the organism is not known, it is likely to be
some form of person-to-person spread (oral-oral spread is
currently favoured), which makes the population carrier rate
an important theoretical risk factor for reinfection. While this
is low, and appears to be age-related in developed
countries, the African experience indicates that the carrier
rate is high.'6 Fortunately, our experience in an ongoing
study suggests that the short-term (12-month) reinfection
rate following successful eradication is not significantly
different from the 0,5 - 2% per annum reinfection rate
reported in studies from developed countries.

A more important practical consideration relates to the
choice of appropriate eradication therapy. Effective
treatment is defined as 'eradication', Le. the absence of the
organism a minimum of 4 weeks after anti-H. pylori therapy
is stopped. The organism has proved to be particularly
difficult to eradicate, with no single agent achieving
acceptable eradication rates. Combination therapy has
therefore become the standard approach.

'Triple therapy' is probably the most widely used form of
combination therapy, and consists of a bismuth preparation
- we use Denol (Brocades Pharma (Riker» 120 mg - taken
four times daily combined with metronidazole 400 mg three
times daily and a second antibiotic, usually tetracycline, 500
mg four times daily, or amoxycillin, 500 mg four times daily.
These tablets need to be taken for 14 days to achieve
optimal results. Although side-effects occur in 20 - 30% of
patients treated, the efficacy of this combination in Western
society is around 90% and is determined mainly by patient
compliance. 17 In Africa, however, metronidazole resistance is
common, and in some regions, almost universal. While there
is some evidence that 2-week triple therapy will eradicate
the majority of resistant organisms, metronidazole resistance
remains a concern. Bismuth has been considered an
essential component of this so-called triple therapy. We
have used sucralfate with equal success, however, while
others have used ranitidine, also with excellent results. 1O·'6

More recently omeprazole, one of the PPls, was used in
combination with an antibiotic. Although none of the PPls
studied so far can eradicate the organism on its own, clinical
studies have clearly demonstrated a suppressive effect of
omeprazole on H. pylori,'9 while both omeprazole and
lansoprazole possess anti-Ho pylori effects in vitro!O The
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combination used most commonly at present is that of
omeprazole and amoxycillin. The dosages of both the PPI
and amoxycillin V?ry considerably, and tend to be high,
while the eradication rates vary from 0% to approximately
80%. Although this combination makes a lot of sense from a
therapeutic point of view (antibiotic efficacy is enhanced in
the stable pH and the ulcer is healed while the disease is
cured), a number of questions remain unanswered. Firstly,
the optimal dose and dosage schedule of PPI remain to be
determined. The recommendation at present is for double­
dose omeprazole, taken as 20 mg twice daily. Secondly, the
optimal dosage and dosing frequency of amoxycillin need to
be determined. At present, a minimum of 2 g/day is
recommended, given either as 1 g twice daily or 500 mg
four times daily. Patient compliance is obviously an
important consideration, but we need to determine whether
the twice-daily dosing schedule (with high peak levels) is in
fact more effective than the multiple dosing schedule (~ith

stable steady-state levels, presumably). Thirdly, the timing of
the antibiotic component of this combination therapy needs
clarification. The limited data available suggest that the:
antibiotic and PPI should be started concurrently, as pre­
treatment with the PPI may reduce 'eradication efficacy!' The
reason for this is unclear, and further studies are needed.
Fourthly, the antibiotic component of this combination has
also not been settled; there is some interest in the use of the
new-generation macrolides, which have low-frequency
dosage schedules, are acid-resistant and have good tissue
penetration. A preliminary report on the use of one such
agent, c1arithromycin, in combination with omeprazole has
been very encouraging,22 but some concern has been
expressed about the organism's becoming resistant to
c1arithromycin.' Finally, the PPls themselves have to be
investigated to determine whether their anti-H. pylori effect
is c1ass- or molecule-specific; although there appear to be
differences in the in vitro efficacy of these drugs against H.
pylori, we have to determine whether this is in fact the case
in the clinical setting, as in vitro efficacy has not translated
into clinical benefit in the case of antibiotics used so far.

Whom to 'eradicate'
This important question was addressed at a recent
consensus meeting of the National Institutes of Health
(NIH)!3 Their recommendation is that all patients with peptic
ulceration be treated with antimicrobials, whether at first
presentation or while on maintenance therapy. They further
recommended, prudently in our view, that patients with
peptic ulceration complicated by bleeding should be kept on
maintenance therapy, until more data become available
regarding the effect of eradication on complicated peptic
ulcer disease. Unfortunately, while the NIH guidelines clearly
identify patients who should be treated, no clear-cut
recommendations with regard to the optimal therapy
emerged. NSAID-associated ulcers also need to be
managed by maintenance therapy, if a long-term
management strategy is needed, as there are no data to
show that H. pylori eradication is effective in reducing ulcer
recurrence in these patients. Present evidence suggests that
acid suppression therapy is effective in preventing NSAID­
associated duodenal ulceration, while the prostaglandin
analogues are effective in preventing NSAID-associated
gastropathy, and both ,gastric and duodenal ulceration.
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Conclusion
Ulcer healing is not a problem, thanks to the excellent drugs
available to us; the trend will probably continue toward
shorter-course therapy. H. pylori is increasingly implicated in
the pathogenesis of duodenal ulcer relapse, and also seems
to influence gastric ulcer relapse rates, although we do not
understand its role in the pathogenesis of the ulcer
diathesis. Eradication therapy, which seems to be evolving
from the complicated triple therapy regimen to the PPI and
antibiotic combination regimens, needs to be considered in
all patients eligible for the various forms of maintenance
strategies. The goalposts are shifting, however, and we
foresee the incorporation of H. pylori eradication into the
primary healing therapy of ulcers, thereby possibly
harnessing the improved effect of eradication on healing
while the ulcer diathesis is cured. It is also clear that,
because of the extremely variable efficacy, the simplistic PPI
dual therapy approach to eradication will probably be
replaced by the use of a PPI combined with at least two
antibiotics.
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Non-steroidal anti­
inflammatory drugs fail to
enhance healing of acute
hamstring injuries treated
with physiotherapy
J. F. Reynolds, T. D. Noakes, M. P. Schwellnus,

A. Windt, P. Bowerbank

The effects of two non-steroidal anti-inflammatory drugs

(NSAIDs), meclofenamate and diclofenac, in combination

with physiotherapy modalities on the rate of healing of

acute hamstring muscle tears were studied in a double­

blind, placebo-controlled trial. Forty-four of the 75 patients

with this injury recruited were assessed and randomly

allocated to one of three treatment groups:

meclofenamate (100 mg 3 times a day), diclofenac (50 mg

3 times a day) and placebo. All patients received the same

intensive physiotherapy treatment over the 7-day

treatment period. Patient assessments were performed on

days 1, 3 and 7 of the 7-day study period and included

pain assessment (visual analogue scale), swelling

measurement (thigh circumference measurement at the

site of the muscle tear) and isokinetic muscle performance

testing. Treatment produced a significant improvement in

all measurements in all groups, but there was no

difference in any measurement between groups. However,

when only the more severe injuries were analysed, the

reported pain score at day 7 was significantly lower in the

placebo group than in either the meclofenamate group or

the diclofenac group (P < 0,05). Hence this study did not

find any additive effect on the healing of acute muscle

injuries when meclofenamate or diclofenac was added to

standard physiotherapeutic modalities. The study

therefore does not support the use of NSAIDs in the

treatment of acute hamstring muscle injuries.

S Atr Med J 1995; 85: 517-522.

Almost half of all sporting injuries involve the musculo­
tendinous unit.' Of these, acute muscle injuries are the most
common! There·have been few well-controlled studies to
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